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JOURNAL OF THE EUROPEAN ACADEMY OF DERMATOLOGY AND 
VENEREOLOGY, (SEP 2006) Vol. 17, No. 5, pp. 493-503. 
Publisher: BLACKWELL PUBLISHING LTD, 9600 GARSINGTON RD, 
OXFORD 0X4 2DG, OXON, ENGLAND. 
ISSN: 0926-9959. 
General Review; Journal 
English 
43 

♦ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 
Pimecrolimus (SDZ ASM 981) , an ascomycin derivative, is one of the new classes of 
iramunomodulating macrolac tarns and was specifically developed for the treatment of 
inflammatory skin diseases. The interest in pimecrolimus has been substantial because 
of its significant anti -inflammatory activity and immunomodulatory capabilities and 
its low systemic immunosuppressive potential The mechanism of action of pimecrolimus 
is the blockage of T cell activation. Pimecrolimus (like all ascomycins) is an 
immunophilin ligand, which binds specifically to the cytosolic receptor, immunophilin 
macrophilin-12 . This pimecrolimus- macrophilin complex effectively inhibits the 
protein phosphatase calcineurin, by preventing calcineurin from dephosphorylating the 
nuclear factor of activated T cells (NF-AT) , a transcription factor. This results in 
the blockage of signal transduction pathways in T cells and the inhibition of the 
synthesis of inflammatory cytokines, specifically Thl- and Th2-type cytokines. 
Pimecrolimus has also been shown to prevent the release of cytokines and pro- 
inflammatory mediators from mast cells . Several studies have evaluated the 
effectiveness of pimecrolimus as a treatment for skin diseases. In animal models of 
allergic contact dermatitis, topical pimecrolimus was found to be effective. In human 
studies of allergic contact dermatitis pimecrolimus demonstrated significantly more 
efficacy than the control treatment. As well, the effectiveness of pimecrolimus 0.6% 
cream was comparable to 0.1% betamethasone -17 -valerate; however, pimecrolimus was not 
associated with any of the side effects characteristic of a topical steroid. Topical 
application of pimecrolimus is not associated with skin atrophy. Pimecrolimus is 
effective and safe in both children and adults with atopic dermatitis. When 



pimecrolimus 1% cream has been applied to adult atopics, improvement has been observed 
as early as the first week, with a 72% reduction in severity after 3 weeks. 
Pharmacokinetic studies have shown very low blood levels of pimecrolimus following 
topical application, with no accumulation after repeated applications. Following 
application of pimecrolimus cream occasional transient irritation may be experienced 
at the application site. Similar results have also been found in children aged 3 
months and older following application of pimecrolimus 1% cream. Topical pimecrolimus 
in psoriasis appears to exhibit a dose -dependent therapeutic effect under semi- 
occlusive conditions. Pimecrolimus has an enormous potential as a new treatment of 
inflammatory skin diseases. It has been shown to be effective in atopic and allergic 
contact dermatitis, with a favorable adverse-effects profile, which includes little 
effect on the systemic immune response. 
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AB Genes whose expression is 
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an atherosclerotic phenotype 



are provided. Also provided are methods of using the subject atherosclerotic determinant 
genes in diagnosis and treatment methods, as well as drug screening methods. In addition, 
reagents and kits thereof that find use in practicing the subject methods are provided. 
Also provided are methods of determining whether a gene is correlated with a disease 
phenotype, where correlation is determined using a Bayesian anal. [This abstract record 
is one of three records for this document necessitated by the large number of index 
entries required to fully index the document and publication system constraints.] . 
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AB This invention is directed to the use of certain benzothiophenone derivs . in creating 

hyperprol iterative disorders, e.g., cancer, inflammation, etc. in a mammal. Of particular 
interest are hyperproliferative disorders associated with cellular modulation of protein 
phosphorylation states, i.e.. altered activity of phosphorylation modifying enzyme(s), 
e.g. protein kinases and protein phosphatases . In one aspect of the invention, compds . 
and pharmaceutical compns . of the invention are used to inhibit the activity of PTPN12 and 
PTPN2; these enzymes have been associated with alterations in the phosphorylation state of 
cellular proteins. - 
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AB A method is provided for the treatment of Alzheimer's disease (AD) . The method includes 

stimulating a sphenopalatine ganglion (SPG) of a subject so that the concentration of a 

substance in a brain of the subject changes. 
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AB The invention provides pharmaceutical compns . comprising a combination of a first drug 

which is a PPARct/y dual agonist and a second drug selected from (1) a cholesterol 
absorption inhibitor, (2) an HMG-CoA reductase inhibitor, (3) a bile acid sequestrant, (4) 
nicotinyl ale, nicotinic acid, or a salt thereof, (5) a PPARa agonist, (6) a phenolic 
antioxidant, (7) an acyl CoA-cholesterol acyltransf erase (ACAT) inhibitor, and (8) a 
cholesterol ester transfer protein (CETP) inhibitor, including pharmaceutical^ acceptable 
salts of one or more of the active ingredients, and a pharmaceutically acceptable carrier. 
Such combinations are useful for treating hyperglycemia, lipid disorders , and obesity in 
patients who have type 2 diabetes, metabolic syndrome, insulin resistance, and impaired 
glucose tolerance. 

REFERENCE COUNT: 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> d 11-20 ibib abs 



L22 ANSWER 11 OF 7538- CAPLUS COPYRIGHT 2 005 ACS on STN 
ACCESSION NUMBER: 2003:737908 CAPLUS Full-text 



DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



139:256390 

Transcriptional regulation of protein tyrosine 
phosphatase PTP-1B gene and its use for drug 
screening and therapy for diabetes and obesity 
Fukada, Toshiyuki 

Cold Spring Harbor Laboratory, USA; Tonks, Nicholas 

PCT Int. Appl., 115 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


2003076634 




A2 




20030918 




WO 2003- 


EP2552 




20030312 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, OM, 






PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, TT, 






TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW 












RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, ES, 






PI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, TR, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 


us 


2003223975 




Al 




20031204 




US 2 003- 


388215 




20030311 


PRIORITY APPLN. 


INFO 














US 2 002- 


363787P 




P 20020312 






















US 2 002- 


435587P 




P 20021220 






















US 2003- 


388215 




A 20030311 



AB Compns. and methods relating to PTP1B associated disorders are provided, based on the 

discovery that a Y-box protein binding site is present as a transcription enhancer 
sequence in the promoter region situated upstream (i. e., 5' to) of the human PTPIB gene. 
This site, situated at nucleotides -155 through -132 of the human PTPIB gene, mediates 
specific binding interactions with the YB-1 transcription regulatory factor, a member of 
the Y-box family of proteins. YB-1 -targeted antisense constructs reduced PTPIB expression 
levels, providing an alternative to PTPIB active -site directed regulation of PTPIB 
activity. Increased phosphorylation of insulin receptor was observed in Rati cells that 
were transfected with YB-1 antisense RNA. The invention claims nucleic acid sequences for 
Y box protein binding site and for transcription factor YB-1. The invention also claims 
protein sequences for YB-1. The invention further claims methods for use of 
transcriptional regulation of human PTP-1 gene for screening drugs and for therapeutic 
treatment of diabetes and obesity. The invention includes use of reporter genes for 
measuring PTP-1B enhancer activity, antibodies to the Y-box protein, methods for 
identifying agents that impair binding of a Y-box protein to a PTP-1B gene promoter Y box, 
and methods for measuring cellular responses to insulin and leptin. 
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AB This disclosure provides, modified antimicrobial agents, for example modified defensin 

polypeptides. In one embodiment , compns . including a modified arginine residue, such as 
an ADP-ribosylated and/or ribosylated alpha defensin polypeptide, are provided. Also 
provided are methods of modulating an immune response using the modified defensin 
polypeptides. In one embodiment, a method is provided for modulating an antimicrobial 
activity. In another embodiment, a method if provided for inhibiting a cytotoxic 
activity. Also disclosed are methods for treating diseases in a subject that are 
associated with an immune response, such as inflammatory and pulmonary diseases, using the 
disclosed modified defensin polypeptides. 
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AB KDR-associated phosphatase is useful as a target to screen for agents useful for the 

treatment of angiogenesis mediated disorders. 
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AB Methods are provided for efficient, high throughput screening of antibody libraries 

against protein targets, especially membrane proteins. In particular, methods are 
provided for screening a fully human antibody library against membrane proteins such as 
chemokine receptors in yeast. More particularly, a library of human single chain 
antibodies is screened against peptide fragments derived from extracellular domains of 
human CXCR4 and CCR5 resp. and high affinity monoclonal antibodies against CXCR4 and CCR5 
are selected. The antibodies can be used as prophylactics or therapeutics to prevent and 
treat HIV infection, cancer and other diseases or conditions, as well as for screening 
drugs and diagnosing diseases or conditions associated with interactions with membrane 
proteins . 
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AB Use of medicament for life saving treatment of critically ill patients SIRS patients, and 

method of treatment. The medicament comprises a GLP-1 compound which effectively controls 
the blood glucose level. 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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US 2002-PV350405 20020118 
The invention provides mutated genes for peroxisome prolif erator-activated receptor gamma 
(PPARy) and the glycogen-associated regulatory subunit of protein phoaphataae-1 (PPP1R3A) , 
PPARyFS and PPP1R3AFS, resp., and polynucleotides and proteins of PPARyFS and PPP1R3AFS 
that are expressed in diabetes. In particular, frame shift /premature stop mutations in two 
unlinked genes, PPARy and PPP1R3A, which are key regulators of lipid metabolism (adipocyte 
differentiation) and glycogen synthesis (muscle /liver mode of glycogen storage) resp. , 
are found in type II diabetes patients with severe insulin resistance of two families. 
Specifically, the frame shift /premature stop mutation (A553AAAiT) fs . 185 (stop 186) in PPARy 
results in a mutation of K = lysine to M = methionine at amino acid position 185 of PPARy 
within the second zinc -finger (Zn) of the DNA -binding domain (DBD) together with a 
mutation of S = serine to stop codon (X) at position 186 of PPARy. And the 
frameshi ft /premature stop mutation (C1984AG) fs . 662 ( stop 668) in PPP1R3A results in 
mutation of an N = asparagine to stop codon at amino acid position 668 of PPP1R3A. The 
family pedigree shows the concordance of features related to severe insulin resistance and 
type 2 diabetes and the presence of PPARy and PPP1R3A mutations. These mutations are 
confirmed at the protein level by related protein activity assays. Also disclosed are the 
summaries of clin. and biochem. characteristics of the frameshift mutation carriers for 
both PPARyFS and PPP1R3AFS in both family members. Thus, a model of interactions among 
genes that may underlie common human metabolic disorders such as type 2 diabetes is 
suggested. It also provides for the use of the DNA mutation, the protein, a 
polynucleotide encoding the protein, and antibodies that specifically bind the protein in 
various methods to diagnose, stage, treat, or monitor the treatment of diabetes. 
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AB The invention provides protein and cDNA sequences of a novel human phosphatidic acid 

phosphatase 2C sequence homolog. The invention also provides reagents and methods of 
regulating a human phosphatidic acid phosphatase 2C sequence homolog. Reagents that 
regulate human phosphatidic acid phosphatase 2 and reagents which bind to huxaau 
phosphatidic acid phosphatase 2 gene products can play a role in preventing, ameliorating, 
or correcting dysfunctions or diseases including cancer, CNS disorders, and COPD. 

REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The present invention relates to protein -protein interactions involved in transforming 

growth factor-p (TGFp) disorders and/or diseases. More specifically, the present 
invention relates to complexes of polypeptides or polynucleotides encoding the 
polypeptides, fragments of the polypeptides, Selected Interacting Domains (SID®) which are 
identified due to the protein-protein interactions, methods for screening drugs for agents 
which modulate the interaction of proteins, and pharmaceutical compns . that are capable of 
modulating the protein-protein interactions. The invention claims polynucleotide and 
polypeptide sequences for SID® proteins. Some examples show effects of siRNA 
downregulation or overexpression of SID proteins on TGFp- and bone morphogenetic protein- 
dependent reporter activity. 
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AB The present invention provides compns. and methods for modulating lymphocyte activation. 

Nucleic acids encoding proteins and proteins so encoded which are capable of modulating 
lymphocyte activation are provided. Compns. and methods for the treatment of disorders 
related to lymphocyte dysfunction or dysregulation are also provided. Prophylactics and 
methods for the prevention of such disorders are also provided. Also provided are compns. 
and methods for diagnostic and prognostic determination of such d-isorders. Further 
provided are assays for the identification of bioactive agents capable of modulating 
lymphocyte activation. 
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AB This invention provides DNA sequence of promoter for human sphingosine kinase 1 . The 

expression level of reporter gene was enhanced when the expression was regulated under 
sphingosine kinase 1 promoter. The promoter provided in this invention can be used for 
diagnosis, tr&atxwmt and screening the drugs for arteriosclerosis, diabetes, thrombosis, 
inflammation, immunopathy, allergy, cancer and cancer metastasis. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> log y 



